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HYDROCODONE Bl TARTRATE AND ACETAM NOPHEN TABLETS USP

DESCRI PTI ON

Hydrocodone bitartrate and acetam nophen is supplied in tabl et
formfor oral admnistration.

Hydr ocodone bitartrate is an opioid anal gesic and antitussive and
occurs as fine, white crystals or as a crystalline powder. It is
affected by light. The chemcal nane is 4,5 «-epoxy- 3-net hoxy- 17-
nmet hyl nor phi nan-6-one tartrate (1:1) hydrate (2:5). It has the
follow ng structural formula:

CisH1NO,. C,HQ;. 2Y/H,0 MN = 494. 50

Acet am nophen, 4'-hydroxyacetanilide, a slightly bitter, white,
odorl ess, crystalline powder, is a non-opiate, non-salicylate
anal gesic and antipyretic. It has the follow ng structural
formul a:

CH;CONH OH
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GHNG, MV = 151. 16

Each tabl et contains:
Hydrocodone Bitartrate _ m
(Warning: May be habit formng
Acet am nophen _ ny

In addition each tablet contains the follow ng i nactive
i ngredi ents:

We note that in accordance with good pharmaceuti cal

practice, all dosage fornms should be |labeled to cite all the
inactive ingredients (refer to USP General Chapter <1091>
for guidance). W believe this is an inportant public
heal t h nmeasure.

CLI Nl CAL PHARVACOLOGY

Hydr ocodone is a sem synthetic narcotic anal gesic and antitussive
with multiple actions qualitatively simlar to those of codeine.
Most of these involve the central nervous system and snooth
muscl e. The preci se nechani smof action of hydrocodone and ot her
opiates is not known, although it is believed to relate to the
exi stence of opiate receptors in the central nervous system In
addition to anal gesia, narcotics may produce drowsi ness, changes
in nood and nental cl ouding.

The anal gesi ¢ acti on of acetam nophen invol ves peri phera

i nfl uences, but the specific nechanismis as yet undeterm ned.
Antipyretic activity is nediated through hypot hal am ¢ heat

regul ating centers. Acetam nophen inhibits prostagl andin
synthetase. Therapeutic doses of acetam nophen have negli gi bl e
effects on the cardi ovascul ar or respiratory systens; however,
toxi ¢ doses may cause circulatory failure and rapid, shallow

br eat hi ng.

Phar macoki neti cs: The behavior of the individual conponents is
descri bed bel ow.

Hydr ocodone : Following a 10 ng oral dose of hydrocodone
admnistered to five adult nal e subjects, the nean peak
concentration was 23.6 £ 5.2 ng/nL. Maxi numserum | evels were
achieved at 1.3 £ 0.3 hours and the half-life was determned to
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be 3.8 + 0.3 hours. Hydrocodone exhibits a conpl ex pattern of
nmet abol i smi ncl udi ng O denet hyl ati on, N-denethyl ati on and 6-keto
reduction to the corresponding 6- o- and 6-3- hydroxynetabolites.

See OVERDCSACE for toxicity information.
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Acet am nophen : Acetam nophen is rapidly absorbed fromthe
gastrointestinal tract and is distributed throughout nost body
tissues. The plasna half-life is 1.25 to 3 hours, but nay be

i ncreased by |liver damage and fol |l owi ng overdosage. E imnation
of acetam nophen is principally by |liver netabolism (conjugation)
and subsequent renal excretion of netabolites. Approximately 85%
of an oral dose appears in the urine within 24 hours of

adm ni stration, nost as the glucuronide conjugate, with snall
amounts of ot her conjugates and unchanged drug.

See OVERDCSACE for toxicity information.

| NDI CATI ONS AND USACGE

Hydr ocodone and acet am nophen tablets are indicated for the
relief of noderate to noderately severe pain.

CONTRAI NDI CATI ONS

Thi s product should not be admnistered to patients who have
previously exhibited hypersensitivity to hydrocodone or
acet am nophen.

WARNI NGS

Respiratory Depression: At high doses or in sensitive patients,
hydr ocodone nmay produce dose-rel ated respiratory depression by
acting directly on the brain stemrespiratory center.

Hydrocodone al so affects the center that controls respiratory
rhythm and may produce irregul ar and periodi c breathing.

Head Injury and Increased Intracranial Pressure The respiratory
depressant effects of narcotics and their capacity to el evate
cerebrospinal fluid pressure may be narkedly exaggerated in the
presence of head injury, other intracranial |esions or a pre-
existing increase in intracranial pressure. Furthernore,

narcoti cs produce adverse reactions whi ch may obscure the

clinical course of patients with head injuries.

Acut e Abdom nal Conditions: The admnistration of narcotics may
obscure the diagnosis or clinical course of patients with acute
abdom nal conditi ons.
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PRECAUTI ONS

Ceneral: Special Rsk Patients : As with any narcotic anal gesic
agent, hydrocodone bitartrate and acetam nophen tabl ets shoul d be
used with caution in elderly or debilitated patients, and those
with severe inpairnment of hepatic or renal function,

hypot hyroi di sm Addi son's di sease, prostatic hypertrophy or
urethral stricture. The usual precautions shoul d be observed and
the possibility of respiratory depression should be kept in mnd.

Qough reflex : Hydrocodone suppresses the cough reflex; as with
all narcotics, caution should be exerci sed when hydr ocodone
bitartrate and acet am nophen tabl ets are used postoperatively and
in patients wth pul nonary di sease.

Information for Patients: Hydrocodone, |ike all narcotics, may
inmpair nmental and/or physical abilities required for the

performance of potentially hazardous tasks such as driving a car
or operating nmachi nery; patients should be cauti oned accordi ngly.

Al cohol and ot her CNS depressants may produce an additive CONS
depression, when taken with this conbinati on product, and shoul d
be avoi ded.

Hydr ocodone nmay be habit-formng. Patients should take the drug
only for as long as it is prescribed, in the amounts prescri bed,
and no nore frequently than prescri bed.

Laboratory Tests: In patients with severe hepatic or rena
di sease, effects of therapy should be nonitored with serial |iver
and/or renal function tests.

Drug Interactions: Patients receiving narcotics, antihistam nes,
anti psychotics, antianxiety agents, or other CNS depressants
(including al cohol) concomtantly w th hydrocodone bitartrate and
acet am nophen tablets nay exhibit an additive ONS depression.
Wien conbi ned therapy is contenpl ated, the dose of one or both
agents shoul d be reduced.

The use of MMAOinhibitors or tricyclic antidepressants with
hydr ocodone preparations nmay increase the effect of either the
anti depressant or hydrocodone.

Drug/ Laboratory Test Interactions: Acetam nophen nay produce
fal se-positive test results for urinary 5-hydroxyi ndol eacetic
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aci d.

Car ci nogenesi s, Miutagenesis, Inpairnment of Fertility: No adequate
st udi es have been conducted in aninals to determ ne whet her

hydr ocodone or acet am nophen have a potential for carcinogenesis,

nmut agenesi s, or inpairnent of fertility.

Pr egnancy:

Terat ogeni c Effects: Pregnancy Category C There are no adequate
and wel | -controll ed studies in pregnant wonen. Hydrocodone
bitartrate and acet am nophen tabl ets shoul d be used during
pregnancy only if the potential benefit justifies the potential
risk to the fetus.

Nont er at ogeni c Effects: Babies born to nothers who have been
taking opioids regularly prior to delivery will be physically
dependent. The w thdrawal signs include irritability and
excessive crying, trenors, hyperactive refl exes, increased
respiratory rate, increased stools, sneezing, yawni ng, vomting
and fever. The intensity of the syndrone does not always
correlate with the duration of maternal opioid use or dose.
There is no consensus on the best nethod of managi ng w t hdrawal .
Labor and Delivery: As with all narcotics, admnistration of
this product to the nother shortly before delivery may result in
sone degree of respiratory depression in the newborn, especially
i f higher doses are used.

Nursi ng Mot hers: Acetam nophen is excreted in breast mlk in
smal | amounts, but the significance of its effects on nursing
infants is not known. It is not known whet her hydrocodone is
excreted in human ml k. Because many drugs are excreted in hunman
m | k and because of the potential for serious adverse reactions
in nursing infants from hydrocodone and acet am nophen, a deci si on
shoul d be made whether to discontinue nursing or to discontinue
the drug, taking into account the inportance of the drug to the
not her.

Pedi atric Use: Safety and effectiveness in pediatric patients
have not been establi shed.

ADVERSE REACTI ONS

The nost frequently reported adverse reactions are |ight-
headedness, dizziness, sedation, nausea and vomting. These
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effects seemto be nore promnent in anbul atory than in non-
anbul atory patients, and sone of these adverse reactions may be
alleviated if the patient |lies down.

G her adverse reactions include:

Central Nervous System Drowsiness, nental clouding, |ethargy,
i mpai rment of nental and physical perfornmance, anxiety, fear,
dysphoria, psychic dependence, nood changes.

Gastroi ntestinal System Prolonged adm nistration of hydrocodone
bitartrate and acet am nophen tabl ets nay produce constipati on.

Cenitourinary System Weteral spasm spasm of vesica
sphincters and urinary retention have been reported with opiates.

Respiratory Depression: Hydrocodone bitartrate may produce dose-
related respiratory depression by acting directly on brain stem
respiratory centers (see OVERDOBACE).

Der mat ol ogi cal : Skin rash, pruritus

The foll ow ng adverse drug events nay be borne in mnd as
potential effects of acetam nophen: allergic reactions, rash,
t hr onbocyt openi a, agr anul ocyt osi s.

Potential effects of high dosage are listed in the O/ERDCSACGE
section.

DRUG ABUSE AND DEPENDENCE

Control | ed Substance: Hydrocodone Bitartrate and Acetam nophen
Tabl ets are classified as a Schedule 11l controll ed substance.

Abuse and Dependence: Psychic dependence, physical dependence,
and tol erance nay devel op upon repeated admni stration of
narcotics; therefore, this product should be prescribed and
admnistered with caution. However, psychic dependence is
unlikely to devel op when hydrocodone bitartrate and acet am nophen
tablets are used for a short tinme for the treatnent of pain.

Physi cal dependence, the condition in which continued

admnistration of the drug is required to prevent the appearance
of a withdrawal syndrome, assumes clinically significant
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proportions only after several weeks of continued narcotic use,
al though sone ml d degree of physical dependence may devel op
after a few days of narcotic therapy. Tolerance, in which
increasingly |large doses are required in order to produce the
sanme degree of analgesia, is manifested initially by a shortened
duration of anal gesic effect, and subsequently by decreases in
the intensity of anal gesia. The rate of devel opnent of

tol erance varies anong patients.

OVERDOSAGE

Fol l owi ng an acute overdosage, toxicity may result from
hydr ocodone or acet am nophen.

Signs and Synptons:

Hydr ocodone : Serious overdose w th hydrocodone is characterized
by respiratory depression (a decrease in respiratory rate and/ or
tidal volune, Cheyne-Stokes respiration, cyanosis) extremne

somol ence progressing to stupor or coma, skeletal nuscle
flaccidity, cold and clamy skin, and sonetinmes bradycardi a and
hypotension. | n severe overdosage, apnea, circulatory coll apse,
cardi ac arrest and death may occur.

Acet am nophen : I n acetam nophen overdosage: dose-dependent,
potentially fatal hepatic necrosis is the nost serious adverse
effect. Renal tubular necrosis, hypoglycemc coma and

t hr onbocyt openi a nay al so occur.

Early synptons follow ng a potentially hepatotoxic overdose nay
i ncl ude: nausea, vomting, diaphoresis and general nal aise.
Ainical and | aboratory evidence of hepatic toxicity may not be
apparent until 48 to 72 hours post-ingestion.

In adults, hepatic toxicity has rarely been reported with acute
overdoses of less than 10 grans, or fatalities with | ess than
15 grans.

Treatnment: A single or nmultiple overdose with hydrocodone and
acetam nophen is a potentially |ethal polydrug overdose, and
consultation with a regional poison control center is

r ecommended.

| medi ate treatnent includes support of cardiorespiratory
function and nmeasures to reduce drug absorption. Vomting shoul d
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be i nduced nmechanically, or with syrup of ipecac, if the patient
is alert (adequate pharyngeal and | aryngeal reflexes). Oa
activated charcoal (1 g/kg) should follow gastric enptying. The
first dose shoul d be acconpani ed by an appropriate cathartic. If
repeat ed doses are used, the cathartic mght be included wth
alternate doses as required. Hypotension is usually hypovol emc
and shoul d respond to fluids. Vasopressors and ot her supportive
measures shoul d be enpl oyed as indicated. A cuffed endo-tracheal
t ube shoul d be inserted before gastric | avage of the unconsci ous
pati ent and, when necessary, to provide assisted respiration.

Meticul ous attention shoul d be given to naintaining adequat e
pul nonary ventilation. In severe cases of intoxication,
peritoneal dialysis, or preferably henodial ysis nay be

consi dered. |f hypoprothronbi nema occurs due to acetam nophen
overdose, vitamn K shoul d be adm ni stered i ntravenously.

Nal oxone, a narcotic antagoni st, can reverse respiratory
depression and coma associ ated with opi oid overdose. Nal oxone
hydrochloride 0.4 ng to 2 ng is given parenterally. Since the
duration of action of hydrocodone nmay exceed that of the

nal oxone, the patient should be kept under continuous

surveill ance and repeated doses of the antagoni st shoul d be
adm ni stered as needed to naintain adequate respiration. A
narcoti c antagoni st shoul d not be admnistered in the absence of
clinically significant respiratory or cardi ovascul ar depression

If the dose of acetam nophen nmay have exceeded 140 ny/ kg,

acetyl cysteine should be admnistered as early as possible. Serum
acet am nophen | evel s shoul d be obtai ned, since |evels four or
nore hours follow ng ingestion hel p predi ct acetam nophen
toxicity. Do not await acetam nophen assay results before
initiating treatment. Hepatic enzynmes shoul d be obtai ned
initially, and repeated at 24-hour intervals.

Met henogl obi nem a over 30% shoul d be treated w th met hyl ene bl ue
by sl ow intravenous adm ni strati on.

The toxic dose for adults for acetam nophen is 10 g.
DOSAGE AND ADM NI STRATI ON
Dosage shoul d be adjusted according to severity of pain and

response of the patient. However, it should be kept in mnd that
tol erance to hydrocodone can devel op with conti nued use and that



Hydrocodone Bitartrate and Label i ng Qui dance
Acet am nophen Tabl ets USP Revised 4/94

the incidence of untoward effects is dose rel at ed.

[ Choose the appropriate statenment(s) based upon the strength of

your

product . ]

5 ny/ 500 ny: The usual adult dosage is one or two tablets every

four to six hours as needed for pain. The total
dai | y dosage shoul d not exceed 8 tablets.

7.5 ng/ 650 ny: The usual adult dosage is one tablet every four to

six hours as needed for pain. The total daily
dosage shoul d not exceed 6 tablets.

HOW SUPPLI ED

Est abl i shed nane and strength

Packagi ng

Shape, color, coating, scoring, etc...
Speci al handling and storage conditions

Manuf acturer/D stributor's nane and pl ace of busi ness.
Date of |atest revision.
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GUI DELI NES FOR CONTAI NER LABELS

1. Appl i cants have proposed a variety of formats in expressing
the nane of this product. The established nane for this
product is:

HYDROCODONE Bl TARTRATE AND ACETAM NCOPHEN TABLETS USP
[Note: W woul d encourage the inclusion of "USP']
To nmeet both the requirenents for use of the established

nane and the need to easily identify the intended product
w t hout undue repetition, we suggest the follow ng:

Hydr ocodone* Bitartrate . ny
and

Acet am nophen ___ng

Tabl ets USP

*Warning: May be habit form ng.

Pl ease note that the mlligramanounts of hydrocodone
bitartrate and acet am nophen woul d appear in a separate
print type or col ored boxes so as not to be a part of the
establ i shed nane, yet be positioned such that the drug
conponent is easily identifiable to the appropriate
strengt h.

If the above format is not possible we suggest the
fol | ow ng:

Hydr ocodone* Bitartrate and Acetam nophen Tabl ets USP
___nmy/__ ny

*Warning: May be habit form ng.
2. V¢ recommend t he Usual Dosage statenent read:

Usual Dosage: See package insert for conpl ete dosage
recomrendat i ons. ENDRECCRD
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